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English; German 
Treatment of chronic pain, in contrast to acute pain, 

remains to be a therapeutic problem. Despite different aetiologic causes 
sensory neurons develop peripheral and central sensitization in the course 
of pain chronif ication resulting in increased sensibility ( 
hyperalgesia and allodynia) . Pathophysiological and 
biochemical changes follow, reflected in an altered expression and 
function of ion channels and receptors and finally in a changed neuronal 
phenotype. Tricyclic antidepressants are analgesic in different types of 
chronic pain (substance of first choice: amitriptyline) , in 
contrast to selective serotonin reuptake inhibitors (SSRIs) with only 
inconsistent effects in controlled studies. Beside their known inhibition 
of monoamine reuptake, tricyclic antidepressants modulate ion channels, 
among them NMDA receptors, in the dorsal horn of the spinal cord. In 
controlled clinical studies gabapentin reduced pain 
intensity in patients suffering from chronic pain due to 
diabetic neuropathy and postherpetic neuralgia. Also pregabalin 
and geibapentin- lactam are antinociceptive in animal models of 
chronic pain. A predominant site of action of these drugs is 
probably the first nociceptive synapse where they act by diminishing 
glutamatergic transmission, by enhancing GABAergic transmission and by 
reducing the activity of nociceptive neurons through K (ATP) channels . 
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AB A single injection of streptozocin (50 mg/kg, i.p.) led to the development 
of static and dynamic allodynia in the rat. The two responses 
were detected, respectively, by application of pressure using von Frey 
hairs or lightly stroking the hind paw with a cotton bud. Static 
allodynia was present in the majority of the animals within 10 
days following streptozocin. In contrast, dynamic allodynia 
took almost twice as long to develop and was only present in approximately 
60% of rats. Morphine (1-3 mg/kg, s.c.) and amitriptyline (0.25-2.0 
mg/kg, p.o.) dose-dependently blocked static allodynia. 
However, neither of the compounds was effective against dynamic 
allodynia. In contrast, gabapentin (10-100 m-/kg, p.o.) 
and the related compound pregabalin (3-30 mg/kg, p.o.) 
dose-dependently blocked both types of allodynia. However, the 
corresponding R-enantiomer (10-100 mg/kg, p.o.) of pregabalin, 
was found to be inactive. The intrathecal administration of 
gabapentin dose-dependently (1-100 mug/animal) blocked both static 
and dynamic allodynia. In contrast, administration of similar 
doses of gabapentin into the hind paw failed to block these 
responses. It is suggested that in this model of neuropathic pain 
dynamic allodynia is mediated by Abeta- fibres and the static 
type involves small diameter nociceptive fibres. These data suggest that 
gabapentin and pregabalin possess a superior 

antiallodynic profile than morphine and amitriptyline, and may represent a 

novel class of therapeutic agents for the treatment of neuropathic 

pain. 
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OTHER SOURCE(S): MARPAT 130:191891 

AB GABA analogs are useful to prevent and treat gastrointestinal damage and 
ethanol withdrawal syndrome. Preferred treatments employ 
gabapentin or pregabalin. 
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AB The invention relates to a combination, comprising a selective 

inhibitor of COX-2, or a pharmaceutically acceptable salt thereof, and a 

ligand for calcium channel . alpha . 2 .delta . subunit, or a pharmaceutically 

acceptable salt thereof, and valdecoxib. Examples of selective inhibitors 

of COX-2 include valdecoxib, rofecoxib, and celecoxib. Examples of 

.alpha. 2 .delta, ligands include gabapentin, pregabalin 

, (3S, 4S) - (l-aminomethyl-3 , 4-dimethyl-cyclopentyl) -acetic acid, and 

3- (1-aminomethyl-cyclohexymethyl) -4H- [1 , 2 , 4] oxadiazol-5-one hydrochloride 

(I) . The combinations are useful for treating certain diseases 

including cartilage damage, inflammation, pain, and 

arthritis. For example, capsules contg. 25 mg each of valdecoxib and I 
were prepd. 
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AB A liq. pharmaceutical compn. of a GABA analog comprising at least one 
polyhydric ale. contg. 2 to 6 carbon atoms having a pH of about 5.5 to 
about 7.0 and addnl. a two-component liq. pharmaceutical compn. comprising 
a first component comprising a powder mixt. comprising a GABA 
analog and a solid polyhydric ale., and a second component comprising a 
liq. base are described, as well as methods to prep, the compns . and a 
method for treating cerebral diseases, including epilepsy, faintness 
attacks, hypokinesia and cranial traumas, neurodegenerative disorders, 
depression, mania and bipolar disorders, anxiety, panic, 
inflammation, renal colic, insomnia, gastrointestinal damage, 
incontinence, pain, including neuropathic pain, 
muscular pain, skeletal pain, and migraine using a 

therapeutically effective amt. of the pharmaceutical compns. A liq. 
compn. contained gabapentin, xylitol, glycerol, flavors and 
water . 
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OTHER SOURCE(S): MARPAT 139:154954 

AB Disclosed are medicinal compns . useful as preventives/remedies for 
pain which comprise gabapentin, pregabalin or 

pharmaceutically acceptable salts thereof combined with N-type 

calcium channel antagonists or pharmaceutically acceptable salts thereof 

having specified structures. A compd. N- [3- [4- (5H-dibenzo [a, d] [7] annulene- 

5-ylidene) -1-piperidinyl] -3 -oxopropyl] -2 , 2 -dimethylpropanamide (I) was 

prepd. The analgesic effect of oral administration of gabapentin 

100 mg/kg combined with the compd. I 3 mg/kg in pain 

rat model was examd. 
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AB A pharmaceutical compn. for analgesic use is disclosed which comprises 
gabapentin or an analog thereof (pregabalin or 
tiagabine) and an .alpha. -aminoamide . A synergistic effect of 
the resp. analgesic activities without concomitant increase of side 
effects was obsd. 
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or more anti -epileptic compounds that demonstrate pain 

alleviating properties, with one or more compounds selected from the 

group consisting of analgesics, NMDA receptor antagonists, NSAIDs, and 

combinations thereof, and pharmaceutical compositions comprising 

same. It has been discovered that the administration of anti -epileptic 

compounds that demonstrates pain alleviating properties in 

these novel combinations results in an improved reduction in 

the frequency and severity of pain. It is also believed that 

the incidence of unwanted side effects can be reduced by these novel 

combinations in comparison to using higher doses of a single 

agent treatment to achieve a similar therapeutic effect. The present 

invention is also directed to methods of using effective amounts of the 

novel pharmaceutical compositions to treat pain in mammals. 
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AB GABA analogs are useful to prevent and treat gastrointestinal damage and 
ethanol withdrawal syndrome. Preferred treatments employ 
gabapentin or pregabalin. 
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AB The invention relates to a combination, comprising a selective 

inhibitor of COX-2, or a pharmaceutically acceptable salt thereof, and 

an Alpha-2 -delta ligand, or a pharmaceutically acceptable salt thereof, 

and valdecoxib. Examples of selective inhibitors of COX-2 include 

valdecoxib, rofecoxib, and celecoxib. Examples of Alpha-2 -delta ligands 

include gabapentin, pregabalin, (3S,4S)-(1- 

Aminomethyl -3 , 4 -dimethyl -cyclopentyl) -acetic acid, and 

3- (1-aminomethyl-cyclohexylmethyl) -4H- [1,2,4] oxadiazol -5-one 

hydrochloride. The combinations are useful for treating 

certain diseases including cartilage damage, inf laxnmation, 

pain, and arthritis. 
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AB Spinal cord stimulation (SCS) is an effective tool in alleviating 
neuropathic pain. However, a no. of well-selected patients fail 
to obtain satisfactory pain relief. Previous studies have 
demonstrated that i.t. baclofen and/or adenosine can enhance the SCS 
effect, but this combined therapy has been shown to be useful in 
less than half of the cases and more effective substances are therefore 
needed. The aim of this exptl. study in rats was to examine whether 
gabapentin or pregabalin attenuates tactile 

allodynia following partial sciatic nerve injury and whether 
subeffective doses of these drugs can potentiate the effects of SCS in 
rats which do not respond to SCS. Mononeuropathy was produced by a 
photochem. induced ischemic lesion of the sciatic nerve. Tactile 
withdrawal thresholds were assessed with von Prey filaments. Effects of 
increasing doses of gabapentin and pregabalin (i.t. 

and i.v.) on the withdrawal thresholds were analyzed. These drugs were 
found to reduce tactile allodynia in a dose -dependent manner. 
In SCS non-responding rats, i.e., where stimulation per se failed to 
suppress allodynia, a combination of SCS and 

subeffective doses of the drugs markedly attenuated allodynia. 
In subsequent acute expts . , extracellular recordings from wide dynamic 
range neurons in the dorsal horn showed prominent hyperexcitability . The 
combination of SCS and gabapentin, at the same 

subeffective dose, clearly enhanced suppression of this hyperexcitability. 
In conclusion, elec. therapy and Pharmacol, therapy in neuropathic 
pain can, when they are inefficient individually, become effective 
when combined. 
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